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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

1. A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible 
for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) has 
been timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 
CFR 1.114. Applicant's submission filed on 22 August 2008 has been entered. 

Claims 22, 26, and 33 have been amended. New claims 40-43 have been added. 

2. Claims 19-43 are pending and under consideration. 

Rejections Withdrawn 

3. The rejection of claim 26 under 35 U.S.C. 112, second paragraph, as being indefinite for 
"pronounced" antibody response, is withdrawn in light of the amendment of the claim. 

4. The rejection of claim 33 under 35 U.S.C. 112, second paragraph, as being indefinite for 
antibodies "not effective", is withdrawn in light of the amendment of the claim. 

Rejections Maintained 

5. The provisional rejection of claims 19, 20, 21 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 13 and 15 of copending 
Application No. 11/630,926 is maintained. 

Applicants request deferral of the issue until there is allowable matter. 

6. The rejection of claims 22-36 under 35 U.S.C. 112, second paragraph, as being 
indefinite for antibodies "specific against at least one antigen", is maintained. 

Applicants argue that the claims are definite in that it is clear that sequences identified 
and the antibodies generated using the method of amended claim 22 are specific against at 
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least one antigen of C. difficile. In addition, claim 22 has been amended to recite "confirming 
that an antibody comprising the dominant sequence is therapeutically effective". 

The examiner has considered applicants' arguments, in light of the amendment of claim 
22, but does not find them persuasive. 

Newly amended claim 22 is drawn to a method for identifying candidate antigen-specific 
sequences of antibodies specific against at least one antigen produced by C. difficile comprising: 
(i) obtaining B cells from at least one patient whose immune system has been exposed to the 
antigen and sequencing from the B-cells at least CDR3 regions of VH or VL, or both, (ii) 
detecting a set of sequences that occur in total at a frequency of at least one percent wherein 
the set of sequences include a dominant sequence and sequences of at least 80% homology to 
the dominant sequence, and (iii) confirming that an antibody comprising the dominant 
sequence is therapeutically effective. 

While the claim does determine sequences that occur in total at a frequency of at least 
one percent, it is unclear how one determines that the antibodies are "specific against at least 
one antigen" of C. difficile. In step (i), one collects all B-cells, not just B-cells which may 
interact with a C. difficile antigen. Thus, the B-cell population is a heterologous population, 
containing cells reactive to any number of unknown moieties. In step (ii), the only criterion for 
selection is a frequency of >1% for CDR3 regions of VH or VL or both. There is no restriction 
to the reactivity of the regions. Thus, if the patient was currently in an active B-cell immune 
response to any other moiety, these CDR3 regions would probably meet the only criterion for 
selection. In step (iii), there is no restriction on what the antibody is "therapeutically effective" 
against. Again, this permits selection of non-C difficile antibodies. 
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Therefore, the claims remain indefinite concerning the ability to distinguish between C. 
difficile antibodies and antibodies against any other moiety. 

7. The rejection of claims 37-39 under 35 U.S.C. 112, second paragraph, as being 
indefinite for dependence from rejected claims, is maintained. 

Claim Objections 

8. Claim 41 is objected to because of the following informality: there should be an "and" 
between steps i and ii. Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

9. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

10. Claim 41 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The claim is drawn to a method for identifying candidate antigen-specific sequences of 
antibodies specific against at least one antigen produced by C. difficile comprising: (i) obtaining 
B cells from two or more patients whose immune systems have been exposed to the antigen 
and sequencing from the B-cells from both patients at least CDR3 regions of VH or VL, or both; 
and, (ii) detecting a set of sequences that occur in the two or more patients in total at a 
frequency of at least one percent wherein the set of sequences include a dominant sequence 
and sequences of at least 80% homology to the dominant sequence, and wherein the detection 
of the set of sequences in the two or more patients confirms that the set of sequences is 
specific against C. difficile. 
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While the claim may determine sequences that occur in two or more patients in total at 
a frequency of at least one percent, it is unclear how one determines that the antibodies are 
"specific against at least one antigen" of C. difficile. In step (i), one collects all B-cells, not just 
B-cells which may interact with a C. difficile antigen. Thus, the B-cell population is a 
heterologous population, containing cells reactive to any number of unknown moieties. In step 
(ii), the only criterion for selection is a frequency of >1% for CDR3 regions of VH or VL or both. 
There is no restriction to the reactivity of the regions. Thus, if both of the patients were 
currently in an active B-cell immune response to another moiety, these CDR3 regions would 
probably meet the only criterion for selection. This permits selection of non-C difficile 
antibodies. Therefore, the claim is unclear how one distinguishes between C. difficile antibodies 
and antibodies against any other moiety. 

11. Claim 42 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The claim is drawn to a method for identifying candidate antigen-specific sequences of 
antibodies specific against at least one antigen produced by C. difficile comprising: (i) obtaining 
B cells from at least one patient whose immune system has been exposed to the antigen and 
sequencing from the B-cells at least CDR3 regions of VH or VL, or both, (ii) comparing the 
sequences of step (i) with sequences of least CDR3 regions of VH or VL, or both, from a patient 
not exposed to said antigen, and (iii) detecting a set of sequences that occur in total at a 
frequency of at least one percent in the sequences identified in step (i) and at a frequency of 
less than one percent in the sequences from the non-exposed patient, wherein the set of 
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sequences include a dominant sequence and sequences of at least 80% homology to the 
dominant sequence. 

While the claim does determine sequences that occur in total at a frequency of at least 
one percent in the exposed patient, but at a frequency of less than one percent in the 
sequences from the non-exposed patient, it is unclear how one determines that the antibodies 
are "specific against at least one antigen" of C. difficile. In step (i), one collects all B-cells, not 
just B-cells which may interact with a C. difficile antigen. Thus, the B-cell population is a 
heterologous population, containing cells reactive to any number of unknown moieties. In step 
(ii), the only criterion for selection is a frequency of >1% for CDR3 regions of VH or VL or both 
in an exposed patient, while the only criterion for selection is a frequency of <1% for CDR3 
regions of VH or VL or both in a nonexposed patient There is no restriction to the reactivity of 
the regions. If the exposed patient was currently in an active B-cell immune response to any 
other moiety, these CDR3 regions would probably meet the only criterion for selection. 
Therefore, the claim is unclear how one distinguishes between C. difficile antibodies and 
antibodies against any other moiety. 

12. Claim 43 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The claim is drawn to a method for identifying candidate antigen-specific sequences of 
antibodies specific against at least one antigen produced by C. difficile comprising: (i) obtaining 
B cells from at least one patient prior to exposure to the antigen and sequencing from the B- 
cells at least CDR3 regions of VH or VL, or both, (ii) obtaining B cells from said patient after 
exposure to the antigen and sequencing from the B-cells at least CDR3 regions of VH or VL, or 
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both; and, (iii) detecting a set of sequences that occur in total at a frequency of at least one 
percent in the sequences identified in step (ii) and at an increased frequency with respect to the 
seqauences identified in step (i), wherein the set of sequences include a dominant sequence 
and sequences of at least 80% homology to the dominant sequence. 

While the claim does determine sequences that occur in total at a frequency of at least 
one percent in the patient following exposure to the antigen, it is unclear how one determines 
that the antibodies are "specific against at least one antigen" of C. difficile. In both step (i) and 
step (ii), one collects all B-cells, not just B-cells which may interact with a C. difficile antigen. 
Thus, the B-cell population is a heterologous population, containing cells reactive to any number 
of unknown moieties. In step (iii), the only criterion for selection is a frequency of >1% in the 
sequences identified in step (ii) and at an increased frequency with respect to the sequences 
identified in step (i). There is no restriction to the reactivity of the regions. If the patient was 
simultaneously exposed to any other moiety at the time of exposure to said C. difficile antigen, 
these CDR3 regions would probably meet the only criterion for selection. Therefore, the claim is 
unclear how one distinguishes between C. difficile antibodies and antibodies against any other 
moiety. 

Conclusion 

13. Claims 19-39 and 41-43 are rejected. 

14. Any inquiry concerning this communication or earlier communications from the Examiner 
should be directed to Rodney P. Swartz, Ph.D., Art Unit 1645, whose telephone number is (571) 
272-0865. The examiner can normally be reached on Monday through Wednesday from 9:00 
AM to 7:30 PM EST. Thursday is the examiner's work at home day. 
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If attempts to reach the Examiner by telephone are unsuccessful, please contact the 
Examiner's Supervisors, Shannon Foley (571)272-0898, and Robert B. Mondesi (571)272-0956. 

The fax phone number for the organization where this application or proceeding is 
assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see httpj//pajMirect : uspto,goy. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Rodney P. Swartz, Ph.D./ 
Primary Examiner, Art Unit 1645 
September 25, 2008 
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